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) 5. 25g (1. OSmmol) iC:^' n n 7t>/UA 4 0 m L ^;!jnx.-C^^S 4 

'^JUT 5 1 O O m g (1 mm o 1 ) SrJnx.X. 1 

LC) {J:J;ot:tfofCo <R/;&^^^(iTI20TLCtJ:TR f ffiO. 6 — 0. 7#aS 
tci^ttJ^tt^sKy ;*-=^rVJ^^l/>'v^^y -fea^/l^^— iW-^^^AS O 0 0 

) cd;^zK 5/ h y i^flgM'fb-a-i^ii^^-^i-'S ^il-J:«?Rf0. 4-0. 5 #ifi 
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RP.^^ h/KclisV^X. 7i^^-7T^'^^^=^^ y^y^T ^iy^(DT ^ (3 0 0 

0 c m-*) (D \£—^is^T % K^-a-r ^ Z.}i\Z.^^ ^ tuV-^=^J\^^ ( 1 7 0 0 c m'* 

) Q:>\f—i7\Z.Wi^^il\^^^. ^fc*H-NMR (4 00MHz. CDCI3) ^ 
\)'9-^i^^—h (-OCOCHjCHjCONH-) 6 : 2. 7 p p m ( 2 H, t 

) , 2. 9ppm (2H, t) (Dmmi^X'Omm\^tZa ^e>{C. 'H-NMRtCj: 
^ i^P^TTt3^jU7iyy^^7^i^/\^T^:^<DT->/l^&^v^<D^^Jl-& 5-0. 9p 
pm (6H, t) . riX/^Stf'<^p{5^l^>'^ 5 : 1 . 2 5 p p m#i£. /K y 

i/cn^^l/^;^ 5:3. 5 p pm#55<^:^ai{ca:«9, U >'JiiSJl-a«:^=^->':3i^l/i^ 

■ 

-^^^J 3 

:^^v'^^W'^^=^i^^y -feci— /l/ji— T^yl/ (¥^i^5)-^42 0 0 0) —^7 

2K.y :^^=¥v'^ 9^1^ >''^^1^^y -fee— /p-oi— 7^/1^ (^pj^:^^-^-^ 2 O O O . m= 
6) 2.1g (1. 05mol) (i:^ciajf;/kA2 OmL^;!lPx.T^iii?Ux 4 0 

iP/i^^^ y — /WT ^ i^;^— h a P 2j>/UA i O m L iz.^M U> h y 

/kr5>'10 0mg (Immo 1) ^M^X . -B-^M 1 tmm^VX:^ V ^^i^ 
LC) t;iJ:oT=rTofc„ S*&i^^JiTIB<^>TLCtC-CR f ftO. 6-0. 7ftj£ 

l^:i^l±J$iT.^^y ^^-^^i^j^^i^i^^^-y-i/y-feci— /i-^^T^^'^ (¥^r»-^»2 0 
0 0) ©;^7K 'jy h;6S. y VJigS'fb-a-«^;55^-a-r'5 ci^t-J:«3Rf0.4'-0. 5 

0 0 cm-») ©If— ^;6ST5 K^-a-t-^Cl^tCj; •?> ;{7/^/K:=^/^S (1 7 0 0 c 
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m"') cot"— ^ tele's ;i<hlc: J; t>x ^fc'H-NMR (4 0 0MHz. CDCI3 
) ct t)1f^iX^>— h (— OCOCH2CH2CONH-) 6:2. 7ppm(2H> 
t) . 2. 9ppm (2H, t) (Z)^ttJl;iJ: «?«ftMb/Co ^hi^. ^H-NMR(- 

p pm (6H, t) . T->'/^^^<D;<'f-u:^^ 8 : 1. 2 5 p p m#j£. ^ V :!t 

8 : 3. 5 p pmf^fi£<^:^ttitCj: 19, V l^mM&XJ^:^^^y=^'^l^ 

^'J -feci— yP^— (2F*^^^=^42 0 0 0. m= 1 5) 

2. Ig (1. 0 5mol) tz::J'i3n7fc/^A2 OmLSr;(JDx:r^^b. 4 O^Ctei 

*n^aui^— -a-j^^^i i:i^#icb-c#fcv^^7^Tt2-r/V'*:;^77'^v'/^ 

J^^' y — ^'i^-:;^ i/-^— Y^^xx o^c/I-A l OmLtC^^U. h U zaf-^VT 
^ > I 0 O m g (1 mm o 1 ) ^Mx.X^ 1 h l^^ltC 

u y -t C3 — /U'j:— y — >?;^7^Tt3>j' /pjiN;^:?^ v'>'i'-=^^>' ^^'I'T 5 
^ V t-— hi. 9 g 

LC) ^I.to-C^Tofc. R/S^j^J±Tia<^TLCtC-CR f ^SO. 6-0. 7#ia 
(CfAfJlt-ii ^>Jj^y ^^v-^^l^^tJ^y (¥^J^5^^F*2 0 0 0) 

<D7.^i y V V ^-mn^^W^^-r^ ^ti^X^Kf O. 4-0- 5 #iat- 

h/KC*5V>T> J^;^>'T^i^>'^^i5^/— ''I'T^: i^tfj(^7-5: (3 0 00 
c m- •) CO f — d^T ^ Kj^-a-f-'S CI ^ l-i: P X ( 1 7 0 0 c m"' 

) (Dl^—^i^^^^LtKXy) . i^tL^H-NMR (4 0 0MHz . CDCI 3) J: 

h (-OCOCH2CH2CONH-) 6:2. 7ppm (2H. t 
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) . 2. 9ppm (2H, t) <^:^tfc}(c:ct «?5femb7to ^hi^. 'H-NMR(CJ; 
t) v';^7"Tn^yU}t;;:^:7r5^v^/^T$>'©TS//l'S^*g<^)^5^^l'S 6:0, 9p 
pm (6H, t) , T->/l-&^(D^^Ul^m 5:1. 2 5 p p in#i£, :^V^^ 

6:3. 5 p p m#i£oMttlt-<t 9 > y :^ilBM>S.t^;2|-=¥ v-^:^^ l^i^ 



jKy ^:3^y :^y I /W:!!— t^/U (5}-^a5 0 0 0, m=2 

8) 5 g (1 mmo 1 ) h V l^^A^ 3. 3 m g (0. 0 4 mm o 1 ) ^ 

rnXX. 1 0 0'C{c;!m?^U^— iCbfc^x MTKiS^/l'^v'l'^^O. llg (1. 1 
mo 1) Mx.^ 1 1 CC-eSBfF^S^&^^Tofco y T'ci tVi^r/i-a— /jx 

2 0.mL<l:J!»];t-C. 'tK y ;r=¥->^^l/>^-<>':^3i y y yuac— f^/L (^"f-M 
5 00 0) l^— h<^j^^^^fc, o a/}>y^A 1 5mL^^;tBl 

L-C4 0'C-I?:i!jPig.^^b:/c:^. N- t Ko^iynxNi^^^ 5: KO. 12g (1. 
Immo I) ^^U^v'v'rJ' i3^dE^->/Jx;i&/U/|?v?^ ^ KO. 43g (2. 1 mm o 1 
) ^mMV^ 4 0 °C-e 2 ^rslSfS Ufc, S^Sm^iiU. a:^^°y ;^=Jriyj^^l/i^-< 
y ;^ y h— /W^— 7^/1^ (^^45 0 0 0) 1?-^ v'>'>r ^ v^/l^t^^/lx^ I/— h 

(2) ^V:t^i^=^^\^>'^>'^=^l)^V h— /Vj:— 7^/1^ (^^fi[5 0 0 0) 

-:^;^7"T^Ix^'/^7J^;^:7 7'^e;^/^c^^5?/— /wr ^ V 1 . 5 g. (2mmo i ) tc:^ 

a d j^/l' A 7 m L ^;IJO 4 0 "Cic:;{HI?& b y ^-Ji® > p n 2j^/l'-^^^^#fc. ^ 
;/t h y J^f^/l^r ^ 0 . 2g (2mmol) ^^;&P U 4 O'C'Cit^ Ufc„ c<Dy 
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50 0 0) 1^^ v-^-r 5: v^yw^/UiJ^ W — hm^^^^^^^i^. 4 oxzx'smm^ 
X.-C5 o*Cii;!jnig.L-c^«?u. i s'Ci^ATic^^SPb. ^^^^m^ityto 

m.mm\^. -^^-y-^-i 0mL^;&px.T^a3u:rc^^^itiab-cs«^^S9 8%© 

1> 1 — /nt— t^/L' (:$^^S5 0 0o) v'i^-i' 5: v^/i' 
^/p^u — y :^lliR{b-g'«fe^'a^t-J: ^9 R f o. 2~0. 3#ia 

0 c m-^) <D y^—^lj^T ^ Kj^-a-r ^ w i: J; 9 , tijvi!^:^jv^ ( c ; 17 0 0 
c m-O (?[)k°— jJ^lC^S:: tt-i: ^:/c^H-NMR (4 0 0MHz. CDCI3 
) ^tJ^/l'^V— h (d : — OCOCH2CH2CH2CONH-) 6:2. Opp 
m (8H. m) . 2. 5ppm (8H. t) . 2. 7ppm (8H. t) <^^tU 

:/OTv^/V'^^^<D^^/^S 6 : 0. 9 p pm (6H, t) . T v-zW^ <^ ^ ^ 
l/:/^ 6:1. 25ppm#ag. '^^) Ht^^^^sl^x^^^-^ 5:3. 5 p prnf+jfi 
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wo 03/082882 



PCT/JP03/03966 



7K^S#;55 4 SmgKOH/gX'fct). * ^ /I^^ig d -x' h 7 7 ^ — (GP 
* 5 O 0 O i^^'-f ^ h (D^^m-d^ 5 8 12 -CfcS C i: ^ 9 ^ 

PClCfi, ixxx-i^-i: UTSHODEX GPC S Y S T EM- 1 1 ^ 



^It^ U-CSHODEX R I - 7 1 , J^t Lx-CSHODEX KF 8 0 



4 I. ^ 3 ^jc: 



:/^?^0 . I ml^JiAb. BORWIN G P Cfh^T'u J.^mv>T5^^ 



CH3(CH2)ieCOO-CH2 
CH3(CH2),aCOO -CH 

HaC— O 



O 
11 

■P- 



I 

O0 



o o 
II n 

-CHzCHzNHCCCHzlaC- 



o o 

CH,0— (CHiCH2a),-C(CH2>,COH ' 

I o o 

-0X:H2CHd>-OH,C-C-CH,O-^HzCHtai.— C(CHi}3C0H 

e d 



il) :^V:i:;^iy:3L^u:^^^-^W±V y^^—y'/l^ (^^*2 000) ^/l-^ 

y V :^^=3e^1^ ^ V±V i^^M 2000. m=6) 2 

g (1 mmo 1 ) ^^V^T. -a-AJc*?!! 5 i: I^^{iM7K://^^/l'^^SJC&$-^XJK y 

$niCN— t: Kn^-^^yNtJ^^-r ^ KO. 12g (1. 1 mm o 1 ) ^iTJ^v^i/^ 
t3^=^iX/V:;57y^7}?i?^ ^ K 0 . 4 3 g ( 2 . 1 mm o 1 ) t^J^ bTfS^ ( 6 ) 



^1^^ y -fe y T^yi'C^^^a 2000) ^/i-i? f 



29 



wo 03/082882 PCT/JP03/03966 

■J^^^n^m.^ V ^^i^^'^ ^^^^^-^ ^ V ± V :y^—'T)i' (:9-^^»2 0 0 0) 

(2) /j<y -ty x/^ (^^^S2 0 0 0) ^jv^ 

v'^7^Tci-f'>'W3tJ^:7 7'^v^/W^:5'/~^^T^ i^l- 5g (2mmol) 

42 000) ^ i^/l'i/y^^S^ l^— h ^SJtS^firV^, ^^CimMUTsKy 

;^=^iy^f^lx^/^dri^i/y -fe y T'/l' (:$>^m2 0 0 0) ]) /i^—^/ 

S*&i^^.fiTI2<^)TLC|ciXR f ittO. 7~0. 8#ifitC:^aj$tb^)fejJ^° y 
:^ri/3l^l^^^--vdE^-^^>/y-fey ^-ji— X/l^ (:9-^*2 0 0 0) v'W ^ v^/l^:/ 
jv^ h<Dy^:^iy h7i>^ y >'J!i«-(b-a-<^^-a-{- J; •JRfO. 2 — 0. 3 

h{-^^l-ifc-<t l-J:9?t^^^Tofc„ ^^^CDm^i-i. IR 
hyl'tCjoV^-C^ >'^>'^7'^ i^ff'©?'^ (3 000 

cm-') Otf— ^J^^J^T-^; Ki^^-r-SClit-J; 9. J^/UzK^/WS (c ; 1 7 0 0 c 
m-») <Dtr— «? . ^^/c'H-NMR (4 0 0MHz. CDCI3 
) j; «5 ^/i^i?^ I/— h (— OCOCH2CH2CH2CONH-) 5 : 2. Oppm ( 
SH.m). 2. 5ppm(8H. t). 2. 7 p pm (8H. t) (?5^ai(ili; 

T i//l'S5|^^<Z> 7« ^/V'X 5:0. 9ppm(6H, t). T v^/^^4'<?5^ ^ U^- 
S 6 : 1. 2 5ppm#a£^ ^]) 5:3. 5 p p m#3a<^^ 

ffiv^fc/K y i^>^^:^-y-:5^ y y ^^j^— x/K^TK^S^ifi;^^ 22 1 m g k 
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1) 2 g (1 mm o 1 ) {^6^^"^ h!^?j7A^3. 3mg (0- 04 mm o 1 ) ^ . 
Mx.X^ 1 O Q°C\z.m^\^m-\z.\^fc'4k. «e7K='^>^®?^0. llg (1. Im 

o I) imx.. 1 1 o^ccs^fHi^iiS^^Tofco i^4n^-f'y:7'ci tvuz/^=i— yi'2 

0 0 0) v^^— h<??^^^#fc„ ^<Z>^^iC^ CI OTi^/PAl 5mL^^;(H]U 

-C4 O'C-C^Jflta^^Ufc^. N-t Ka^v^^y^^^^ ^ KO. 12g (1. 1 
mmo 1 ) D^^iyyP;^;y'l'j}?v?-f ^ KO. 43g (2. Immol) 

^^;!jPU. 4 0'C-C-2B*P^SJt&bfco ^*&^iS3§b> fe^Ky ;^-dpiXac^l^^^^>' 
^5'^ y ;^ y /^a^—T^/v- {^^^M. 2000) v'::/'^ ^ i^/^-y-:^^ i^^— 

(2) /Ky ;^=^v'^^i/>'^;/^j^y ;^y h—zi^^—^rji- (:5)-^i2 0 0 0) -y- 

v';5^7^Tci^>'^7jN^7T^v?yl'^i5'/~>'l'T^ ^^1. 5g (2mmol)tC^ 
h y ^ 0 . 2g (2mmol) ^^;!H1 U4 O'C-^M^bfCo -<Z)y 

42 0 0 O) ■y-rJ'v'W ^ v^/l'-y-j^i^^— h^^^>!r^APWx 4 0'CT-5Nf^ 

mMt U-C=3E^3— !7— K7 0 0^.1)5=^3^17— Kl 0 0 O^^tL^ttO, 1 g;&P 
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s/;&i^^ttTiao5TLctj:-cR f lio. 7~o. sHm^mm^ti^u^v :t 

h«>:^2Kix hid^ y ^^fliif'fb'^i^^'a-t- «t t> R f 0 . 2~o. 3# 

I R^^^' b/MC*5V^-C^ —^^T^ ^^'t'iZJT^ (3 0 

0 0 cm"*) (D\^—i7i)^T^ Y^^-r^^t\^X^ . (c ; 1 70 
0cm-») C5tr— ^fc'H-NMR (400MHz. CDC 

1 3) J: !!) i?-^ i/^>— h(b) 6:2. 75ppm(2H. t).2. 95ppm 
(2H, t) (^:^ffil-J; «9?ft^bfco ^blei. 'H-NMR|Cj:«3i^^7^Tn^/^ 

7t^^:7T^i^/^T^ :/OT->/W£*$SOp{^/^^ 6 : 0. 9ppm (6H, t) 
, T-^Ji-^^<D:^^Ul^m 6:1. 2 5ppin#afi. 7Ky::*-*i^-3^^l^^S 5 
: 3. 5 p p m#3£<0:^tm- J: 9 s y :^JigK^t/:^^>^J^^l^>'^<^>#?£^?ft^ 

7K®£*t53&^ 2 6 . 7mgKOH/g-C'^0^ ^ fc-^V^m ^ ^ ^ — ( 

GPC) \z.iii>miki:.y) . -^V :^^-y=^'f-^l^^^^^=^V :^]) /w^i— 7^71^ ( 

2 0 0 0 ) ^yl^^ % \y)V^ ^ v-^— h 2 O 8 2 "Cfe $ w t 

J; t) > ^l^MH^m 2 0 O O <^ 4 ^j-l"^ UfcJH y ^1 1 O 

fCo GPC^C^i. UTSHODEX GPC SYSTEM— llx 

■ 
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^mm^^si-ti^XSHO-DEX R I - 7 1 . ;«;:7Ai: bXSHODEX K 



F804L$r3:^: 



P7^:/^?gO. 1 m 1 ^JiAU. BORW I N G P CfH^T'a A^ffiV^ 



;j^y -fe y >- 



7^/1^ (53-^^* 5 0 0 0) tj^/i'^ y /i^— 

^ y V? ;^ 7^ T n JJ^ :7 T 5^ v'-'l'^ ~ 



5. O w t % 

2 . O w t % 

0. 5 w t % 

0. 5 w t % 

7. O w t % 



2. O w t % 
0. 0 2 w t % 



7 3. 0 w t % 
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^>^m2 3mg (^yHtl : 1 : 0. l) :S.TJ«jK y :^=^'>J^^ l/:^-^^^^?:^ y y 
^jy^^j^^y-jl. 5 0 0 0) c^'/t'^ h ^^S-B-JIbH^^ 5 t^J:^ 

^ 5 {ciDx.X. 6 0 °C{c:;!jntaL/c^I@:t::^ 1 0 ~ 1 1 mL^^S-^iJM®^^ 1 
0«*%tJ^i-5<}:5)&Px.X«#b. $e>l-6 0'C<^>7Km4'•C2i^^'^^^^i^'— {c-c 





2. 


0 w t % 


!7-fey V 


2. 


0 w t.% 




5. 


0 w t % 




1 0. 


0 w t % 




^Jji;^^^/^ 2. 


0 w t % 


K =3 :7 31 u — 


0. 


0 2 w t % 



t:°^-:/^y =3— /l' 2. 0wt % 

m^Tic 6 7. 0 w t % 

yjKy— -^^jS 10. 0wt% 



( 1 ) ^ y y ^/i^^ V ^ /i^ (^^S 2 0 O O ) z^:^'rT n 
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?^ h^->:^V i:^'f-M2 0 0 0) (2 0 g, lOmmol 

) (dh/^oc:/ (80mL) ^M:^. 1 1 CCtC^ig.. ali^b. JK^TKUfco 1, 1 
' -:fyjU:^=-/}^Z^4 ^i^y^—/^ il. 9 5g. 1 2mmo 1 ) ^;i!ni;t. 4 CCTr. 
2 B^fB^^i^; ^ -^fco IfVi^l^ (1. 58g. 20mmol) . v^Xt^Tp-T yl^^l^ 
;5^7r^v'/^^i?'y— >'^T5: >- (7 g.. 9. 3 6mmol) ^^Ox.. SS'C-eS 

l^ftlSiS^^-tirfCo S/;SfKiC^^1^>' (3 0 0mL) ^Att. Ma^'fb^iirfcio i^^tc 
g^^ai^A (4 0 OmL) S:;!JDx., 6 S'CT'^^bS 0 5^^^=^. S'CtCj^ipUfc 

Maa^glF^^^/^ (4 0 OmL) tCX^iPU. ®l^3^J^ UT^^a— 17— K7 0 O 

Sri g*n;t. 6 5*CJ;:-ci NF^mi^bfco itia^. S'CtCj^^Ui^^'fb^-arfcio 

(2 0 OmL) t^-C^^gfc?^^. iSia> *i6^fi9 8. 3%0^y 

^f^/UTKD :^dri/3i'5^W>';^7/^y?^/W (5>^ft2 0 0 0) v?;^7^T o^/l^Jl^;^ 37 

T-^vT/LoL^ /w-/l^7'3:>'^ 1 5. 3g (lDl^5 4. 7%) ^#/Co 

c) izxvu-^tco mmmmi^i^^ o^^y^-^t^ ^ y—/i^<Dmi^it7!)^8 5 : i 
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WO 03/082882 



PCT/JPOJ/03966 



1.0 



(1) V ■^y—^<om^ 



^ n a 7}^yPA • ;?< ^5^ 7 — /l^ 



(2:1)1 



(pH5. 5) 1 Om 1 ^AP;t>^?&(^:o^t?'J;i&5e)2^?/^7"^/^^^^5:^1^— tc 



^7l^^v'^-1'if— tCl^U-C. 1 O s t r o k e :tc^v?-:^^XU;fc^. a>«rqFL@«> 
0. lAxmXSlHl. 0. O 5 M m X 3 0 . 0 3 ^ mX 3 HI) ^m^. 

y 3Ky — Ar$^t!c;BS^Sie'i>ffi^cx.— T^tcAtT.. 6 5 O O 0 r p m-e l ^P^iS'C-^ 



:^5 0mM) ^tJ« K^^y/Hfi^^^^liK (^1^^: 3. Smg/ml 



2. Omg/m 1 ^ 



fi2 0mM) . imm. 6 O'C-^^ l^^s^L^— )^ Vtc. j^CV^-^, 



(2) ^THy — A<Dife14 
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1. 5mg/m 1 . :ai^JigK^-^ti 1 5mM) , *fc. «i;;^^J 4 O y /^y — Af:i. 

(6 5 O 0 O r pm. iWm) ^f^^frV^. Jbft<^*^AS^^I^* 

ufc^. ±m^m.:4^i^xmi^mmMi^^^ i - 5 m g /m 1 tfji^j;:^ i-pi^ ufc 

(Ufc;55o-C> :t:^fli®M^f:i^ 2 0. OmM) „ V^-rtbO y Ji<y— A 

(3) y hX(DshL'pm^i^Mm. 

M^^J^U (ll^SEe ; S#»fi7. 5mg K=^y/H^' v-:^/ 5m I /k g) > 
-^(D^. #«lfiLNF;^. (2. 4. 8. 2 4. 4 8. 7 2. 1 2 0. 1 6 Sl^m) X 
:3L^y' jumWi'T . i 9 y ^'^JfiL ( 0 . 5 m 1 ;6^6> 1 m 1 ) ^^TV>jfi(Li 

4) -Cttl^— i5^^iJA_b:^^/j:AUCis#f5tL. m hii^tiiM.'^m^^Timi^^ti^ 
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1 







(nm) 


(%) 


AUCo:^«±S. D. 
(/i g • hr/mL) 


1 


DSPE— GLY20H/HSPC/Cholesterol= 
1*04 nuH/il.6o bh3/«*oo not 

5KDSPE-GLY20H : 4 i: t) -g-J^ Lfc 


88 


100.0 


3185±662 


2 


DSPE -PTE20II/HSPC/Cholest erol = 
1.114 bdI/xi.^cs nn/f.oo iw 

$5$DSPE-PTE20H : 1 J: 9 LfCo 

HSPC:7K^SSAo:fes:^:^:7Tf^v^^^= y >- 


108 


100,0 


6584±739 


3 


none ix/^c/vorkO /ucDO fCV^r^ 1 ao^^'maI — 

L. 04 ndtf/ll. 28 idl/7. 68 nM 

5$$DSPE-HGEO20H : -g-^K^ 3 J: ^iSU^to 

flSPCiTKSISAostealxh^^^Tf^i^/^^^ y 


101 


100 0 


6028 ±699 


4 


DSPE— PT£SA20H/HSPC/Cholesterol — 
1.04 iiiU/11.2d sM/7.68 oM 

^DSPE-PTESA20H : 7 J: f9 ^J* LTto 

HSPC:7K*asiii:;fcS2l^:?^:7r^^:^^V3y 


68 


74.8 

• 


4!500±494 


1 


HSPC/Cholesterol= 
11.90 iiill/8. 10 oAS 

;^HSPC:7K^^:^:s:^^:7r^-:x^/^=' y 


91 


100.0 


452d:98 


2 


OSPE/HSPC/Cho lest ero 1 = 
1.04 gdl/11.28 mil/?. 68 dU 

HSPC:7K^SyHi:fes:3i^^:7r^v?/^=' U ^ 


94 


100.0 


397±133 
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